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IN THE CLAIMS 

Kindly enter these claims. 

1 . (currently amended) [[A]] An isolated DNA encoding a polypeptide comprising an 
amino acid sequence represented by SEQ ID NO:3 av e rmoctin aq l vcon synthase . 

2. (currently amended) [[A]] An isolated DNA comprising a nuc l oot i d e se qu e nc e 
sele ct e d from th e group consist i ng of according to claim 1 , wherein the DNA comprises 
a nucleotide sequence represented by nucleotide Nos. 1-11916 and 11971 - 30688 of 
SEQ ID NO:1 and nuc l oot i do Nos. 1 14643 and 14824 - 31 4 19 of SEQ I D NO:2; 

or a DNA wh i ch hybr i dizes w i th 6 a i d DNA und e r string e nt cond i t i ons and which oncodos 
a po l ypoptido hav i ng avormoct i n ag l ycon synthaso activ i ty . 

Claims 3-15 (canceled) 

16. (currently amended) [[The]] A DNA accord i ng to c l a i m 3 or 4 whoroin tho DNA 
encoding a polypeptide comprising an amino acid seguence wherein His residue at 
position 3037 is substituted by an amino acid other than His, and Ala residue at position 
3038 is substituted by an amino acid other than Ala in the amino acid seguence 
represented by SEQ ID NO:3 av e rm e ct i n ag l ycon synthase domains i s a mutat e d DNA 
e ncod i ng a po l yp e pt i d e hav i ng e nhanc e d or d i m i n i sh e d act i v i ty of th e domain . 

Claims 17-30 (canceled) 

31 . (currently amended) [[A]] An isolated polypeptide encoded by the DNA according to 
claim 44 . 

32. (currently amended) [[A]] An isolated polypeptide comprising an amino acid 
sequence represented by SEQ ID NO:3 accord i ng to any ono of SEQ ID NOS:3 to 6; or 
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a po l yp e pt i d e compr i s i ng an am i no acid soquonc e wh e r ei n ono or mor e am i no ac i ds aro 
do l otod, rep l ac e d or addod i n tho am i no ac i d s e qu e nc e accord i ng to any on e of SEQ I D 
NOS: 3 to 6, and hav i ng av e rm e ctin ag l ycon synthase act i v i ty . 

Claim 33 (canceled) 

34. (currently amended) A recombinant vector comprising the DNA according to claim 1 
or 16 any on e of c l aims 1 to 30 . 

35. (currently amended) A transformant obtainable by introducing the DNA according to 
claim 1 or 16 any ono of c l a i ms 1 to 30 or tho rocomb i nant voctor accord i ng to c l aim 34 
i nto a host co l l . 

36. (original) The transformant according to claim 35 wherein the host cell is an 
avermectin-producing bacterial strain. 

37. (currently amended) The transformant according to claim 35 [[or 36]] wherein the 
host cell is Streptomyces avermitilis K2038 (FERM BP-2775). 

38. (currently amended) A process for producing the polypeptide according to claim 31 
or_32 av e rm e ctin ag l ycon synthaso or av e rm e ctin ag l ycon synthas e domain polyp e pt i d e 
comprising: 

culturing a [[the]] transformant expressing the polypeptide according to any on e 
of c l a i m s 35 to 37 in a medium to produce and accumulate the e nzym e or th e doma i n 
polypeptide in the culture, and 

recovering the onzymo or tho doma i n polypeptide from the culture. 

39. (currently amended) A process for producing avermectin aglycon or altered 
avermectin aglycon comprising: 
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culturing a transformant according to claim 35 any ono of claims 35 to 37 in a 
medium to produce and accumulate the avermectin aglycon or the altered avermectin 
aglycon in the culture, and 

recovering the avermectin aglycon or the altered avermectin aglycon from the 
culture. 

40. (currently amended) A process for producing avermectin or altered avermectin 
comprising: 

culturing a transformant according to claim 35 any ono of c l a i ms 35 to 37 in a 
medium to produce and accumulate the avermectin aglycon or the altered avermectin 
aglycon in the culture, glycosylating the avermectin aglycon or the altered avermectin 
glycon, and 

recovering the resulting avermectin or altered avermectin. 

41 . (original) The process according to claim 40 wherein altered avermectin is 
avermectin which has been altered from avermectin B1a to avermectin B2a. 

42. (original) An altered avermectin obtainable by the process according to claim 40. 
Claim 43 (canceled) 

Kindly enter the following new claims. 

44. (new) An isolated DNA which hybridizes with a nucleotide sequence represented by 
nucleotide Nos. 1-11916 of SEQ ID NO:1 under stringent conditions; wherein said 
stringent conditions comprise hybridization at 65°C in the presence of 0.7 to 1 .0 mol/l 
sodium chloride using a filter on which DNAs derived from colonies or plaques have 
been immobilized, followed by washing the filter at 65°C using 0.1 to 2-fold SSC 
solution (1-fold SSC solution is 150 mmol/l sodium chloride and 15 mmol/l sodium 
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citrate); and the DNA encodes a polypeptide having AT' activity, ACP' activity, KS1 
activity, AT1 activity, KR1 activity, ACP1 activity, KS2 activity, AT2 activity, DH2 activity, 
KR2 activity, and ACP2 activity. 

45. (new) The DNA according to claim 16 wherein the amino acid other than His is Tyr, 
and the amino acid other than Ala is Glu. 

46. (new) The DNA according to claim 45 wherein the DNA comprises a nucleotide 
sequence 5-CATGCC-3' of nucleotide Nos. 9109-91 14 of SEQ ID NO:1 is replaced by 
a nucleotide sequence 5'-TACGAG-3'. 

47. (new) A polypeptide comprising an amino acid sequence wherein His residue at 
position 3037 is substituted by an amino acid other than His and Ala residue at position 
3038 is substituted by an amino acid other than Ala in the amino acid sequence 
represented by SEQ ID NO:3. 

48. (new) The polypeptide according to claim 47 wherein the amino acid other than His 
is Tyr and the amino acid other than Ala is Glu. 

49. (new) A process for producing avermectin aglycon or altered avermectin aglycon 
comprising: 

culturing a transformant according to claim 36 in a medium to produce and 
accumulate the avermectin aglycon or the altered avermectin aglycon in the culture, and 

recovering the avermectin aglycon or the altered avermectin aglycon from the 
culture. 

50. (new) A process for producing avermectin or altered avermectin comprising: 

culturing a transformant according to claim 36 in a medium to produce and 
accumulate the avermectin aglycon or the altered avermectin aglycon in the culture, 
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glycosylating the avermectin aglycon or the altered avermectin glycon, and 
recovering the resulting avermectin or altered avermectin. 

51 . (new) The process according to claim 50 wherein altered avermectin is avermectin 
which has been altered from avermectin B1a to avermectin B2a. 

52. (new) An altered avermectin obtainable by the process according to claim 50. 

53. (new) A process for producing avermectin aglycon or altered avermectin aglycon 
comprising: 

culturing a transformant according to claim 37 in a medium to produce and 
accumulate the avermectin aglycon or the altered avermectin aglycon in the culture, and 

recovering the avermectin aglycon or the altered avermectin aglycon from the 
culture. 

54. (new) A process for producing avermectin or altered avermectin comprising: 

culturing a transformant according to claim 37 in a medium to produce and 
accumulate the avermectin aglycon or the altered avermectin aglycon in the culture, 
glycosylating the avermectin aglycon or the altered avermectin glycon, and 

recovering the resulting avermectin or altered avermectin. 

55. (new) The process according to claim 54 wherein altered avermectin is avermectin 
which has been altered from avermectin B1a to avermectin B2a. 

56. (new) An altered avermectin obtainable by the process according to claim 54. 
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